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^gy&firofc, lSi^fflftKJijife&ftg, ffljBfcttaKfc^UKICL, nil: 

GENETlClN®(^^^»)4',^^fiL : 500 /i g/ml <b4^v(rjj[]*/c, ^lillfflfi-. 

#L£(CHO/MMTV ge&lgffle&tt),, 
±Etra«CLT SV40 U^-^-Afi^St^Kte^flcSrlJlWLfc., fcfc'L, SV40 

(CHO/SV40 ££0ff 

a)fch T>l*py>SS»JC^i-5*5¥gfl:<tt^fflWWflS(agonist f^ffl) 
CHO/MMTV $£^K*£tfcffcBMI&*J c fcUt CHO/SV40 
*l96well Wt^lffl/l^/TV-M' l X I0 4 fi*$£, 6~8 B*fSIfc(::#«W{fc£fcfcSS 
ifltfc, fc£ft»flD 18 PalgeiC 1% hyi^-X*5«tt>* 10% *TJ*n— /Mfc£t?*lK20 /i 
l^Dx.^Biia^jJ»L, 0.47mM /^>7xy>Sr^tf/^>7x7— if 100 /i I £)JD 

MMTV-LTR C^SHS-ffcfc.fcUt, ftftftftft SV40 7 n*-*Hta¥fcM±fc;iJ:»m?> 

*»Wfb^fc{iJ:Ste¥iSttffcf^ffl«: InMDHT (U:9»*$4xSte^gtt(iaji-5 

Hag^5(%)= j 00(X-B)/(I-B) 
I:lnM DHT ^^PLfc#^W(MMW/i->7x7-t*S^0/(SV40^y7i7-t'Stt) 
B:M*[lgT-O(MMTV/»'i/7i7-t'Stt)/(SV40/l'>7i7-t'Stt) 
X:^^^^^^^nL^^^(MMTV^>7i7-t*©tt)/(SV40^->7 I 7-t'S1$) 

CHO/MMTV ?c^K$c^(*ir«flSi3«tI^CHO/SV40 &£7l2Ki|G&fMSSr, ^iVf 
*L96well W^ffl^-;y7V-h|- I x 10<M£, 6-8 B#W^{3. DHT(J&**$!!j£ 

03riM)km®\z*%W{t&V9%mnltz, itibtomto is Rn&K i% hUl^-x *J<fctf 
10% ^irn-/u^tfM20/i 1 &MZ.mm*m>L, 0.47mM /K^y^&st; 
/U->7x7— V&WW 100 // iSr/jn*. ^iy^-^-*fflVNT«*ft«r«|j£L, ^tib* 
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*mut&voi Mfc'#teWi<bMfflmiZ' o.3nM dht ^xwm^h^m^mz 

I*:0.3nM DHT O^^inL7t^^W(MMTV^y7x7-t'®Wi)/(SV40^y7x7-t'®tt) 
B:^^gTO(MMTV/l'->7 I 7-t''Stt)/(SV40/l'->7x7-t'g-tt) 
X':*|gP^{b^ir 0.3nM DHT ^l^n%:{^j?5jjpL^^W(MMTV/l'/7x7-t'& 
^)/(SV40/l-->7x7-t'Stt) 
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0.5mg£j&T&5-L/:: :i *$gl?Ht£^|-i 0.5% *^>v±;i,xi-*mmmML&uifc5L 
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T-3lHStofcf£, pH2(d^*-ClNlfi^ZnJ^, 3()()ml^^3i^/l^T-3lHlttaiL/L, w 

4- /J- /UT%S - 2 - hV 7 fcitnj.^ A^<y/zz. hy 
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m 0.95 g Sr#3t„ 
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##fi»Jl5-l 

[4- U-^/U^n^yyVf/U) T5K]^P^^r~>/l^^7/W#VSfe 

4-T5:/ix^n^dr^;U^;P;nV^(cis trans »ft£4fe) 1. 43g£l&£*fi£{t:-r-h 

WuWl. 59g<Dxh7tKn77^M(5ml)£*#T$TU MfilCT2^»L/"-: 

teffiU &*&&»^L£JSfc£fc>2. 4lg£*tfc 0 

15 - 1 tm& ISLTW T<D&nMZ£f&LtZ:.. 

l - (4 - "7 /UsJ-n^yvr* /u) Tir'^i/> - 3 - * ;u*>6'£ 

Ref.Ex.:##fll#f- AcOEt:M^f-/W 

DATA :#>34t^Pl)tt# Hex 

NMR :^^*Bl^^h/t' EtOH 

Oft^fELft^PS 1 ?, DMSO-d 6 , (EthO:^^/^— 

TMS flSWf iTCS!£) 1,2-diCl-Et: 1, 
mp : Sfe^r?* 

*3 



Ref.Ex 


DATA 


1-1 


NMR: 6 :0.77(3H.t,J=7.3H2).1.40-1.66(2H,m),3.40-3.64(1H.m),3.68(3H,6), 7.28-7.47 
(2H.m).7.77-7.92(2H.m),B.15(1H,CU=8.8Hz) 


1-2 


NMR(CDOs,TMS internal standard) 

<'>:1.6B(6H,6),3.79(3H l s),6.77(1H,br),7.00-7.19(2H,m),7.71-7.87(2H,m) 


1-3 


NMR(CDCI,,TMS internal standard) 

6:1.B5(6H 1 s),3.62(3H 1 S),4.00(3H,S),6.95-7.45(3H,m),B.20-8.49(2H,m) 
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Ref.Ex 


DATA 


1-4 


NMR: :1.46(6H l s) l 3.58(3H,s),7.90-8.03(4H,m),8.72(1H,s) 


1-5 


NMR:6:1.48(6H l s),3.60(3H f s) ( 7.73'8.10(4H,m),8.85(1H l s) 


1-6 


NMR(CDCI 3 ,TMS internal standard) 

6 :1.39(6H,s),3.5B(3H,s) ,5.43(1 H,s), 7.08-7. 16(2H,m),7.85-8.85(2H,m) 


1-7 . 


NMR(CDCI 3 ,TMS internal standard) 

(V1.48(6H,s),3.71(3H t S) f 5.63(1H t br) f a02-8.12(2H,m).8.31-8.40(2H l m) 


1-8 


NMR(CDCI 3 JMS internal standard) 

6:1.44(6H t s) i 3.66(3H t s) f 3.86(3H l s),5.27(1H f br) l 6.90-7.00(2H,m),7.56-7.8B (2H,m) 


1*9 


NMR(CDCl3,TMS internal standard) 

iS :2.55-2.64(2H,m) l 3.12-3.34(2H,m) t 3.69(3H l s) ( 7.18-7.31 (3H,rn),7.81-7.85 (2H,m) 


1-10 


NMR(CDCI 3 ,TMS internal standard) 

A:1.19(3H,dJ=6.8Hz),2.53(2H,d,^^ 7.11- 
7.21 (2H,m),7.79-7.95(2H,m) 


1-11 


NMR: 6 :1.15-1.32(4H t m),3.31(3H,s) l 7.32-7.52(2H,m),7.73-7.89{2H r m) l 8.78(1 H.s) 


1-12 


NMR: 6 :1 .07-1 .28(2H,m),1 .35-1 .55(2H,m),3.60(3H,s) ( 7.20-7.40(2H l m) f 7.85-8.01 
(2H,m).9.08(1H,br) 


1-13 


NMR: 6 :1.40-1.57(4H,m),1 .80-2.02(4H,m),3.45(3H l s) l 7.31 -7.51 (2H,m), 7.40-7.90 
(2H.m),8.25(1H,s) 


1-14 


NMR: f) :1.55-2.25(8H,m) ( 3.58(3H t S) t 7.19-7.39(2H,m) l 7.85-8.01(2H I m) ( 8.66(1 H,s) 


1-15 


NMR: 6 :1.15-1.40(6H l m) ( 1.65-1.88(4H,m),3.39(3H,s),7.30-7.51(2H t m),7.74-7.90 • 
(2H,m),B.08(1H.s) 


1-16 


NMR: 6 :1.38-2.30(10H ( m) t 3.58(3H,s),7.18-7.39(2H t m),7.83-7.98(2H l m), 8.38(1H,s) 


1-17 


NMR: 6 :1 .97-2.10(4H,m).3.58-3.78(7H.m)7.27-7.35(2H t m).7.90-7.98(2H.m). 
8.64(1 H,br) 


1-18 


NMR(CDCI 3 JMS internal standard) 

:1 .29(3H.t,J=7.5Hz),1 .30(6H,s),1 .54(6H,s),4.21 (2H f q,J=7.5Hz).7.1 0{2H,U=B.6Hz). 
7.71 (1 H,br),7.81 (2H,dd, J=5.4,8.6Hz ) 


2-1 


NMR: 6 :0.77(3H t U=7.3Hz) l 1.40-1.66(2H,m) l 3.42-3.66(1H,m),7.29-7.49 (2H,m), 
7.77-7.92(2H f m),8.15(1H,d,J=8.8Hz) 


2-2 


NMR(CDCl 3 ,TMS interna) standard) 

6 :1 .39(3H,d,J=7.3Hz),2.84(3H,s),4.65-4.89(1 H t m),7.07-7.27(2H,m),7.76-7.92 
(2H,m) 


2-3 


NMR(CDCI 3t TMS internal standard) 

6 :1 .68(6H f s),7.00-7.33(3H t m),7 73-7.89(2H ( m) 


2-4 


NMRfCDCI^TMS internal standard) 

o :1 .69(6H,s),4.01 (3H f S),6.95-7.52(3H,m) ,8.20-8.51 (2H,m) 


2-5 


NMR: A :1.46(6H,s) l 7.92-8.05(4H l m) t 8.70(1H,s) l 12.25(1H l br) 


2-6 


NMR: 6 :1.48(6H t s) l 7.79-8.11(4H l m) t 8.87(1H,s) l 12.23(1H,br) 


2-7 


6 :1.68(6H.S),5.05(1H,S) ,7.05-7.1 4(2H 1 m),7.66-7.77(2H ) m) 


2-8 


NMR(CDCl5,TMS internal standard) 

6 :1 .53(6H,s) l 5.44(1H ( s) t B.03-8.12(2H l m),8.31-8.41(2H,m) 


2-9 


NMR(CDCI 3 ,TMS internal standard) 

6 :1 .43(6H,s),3.74(3H,s) ,5.30(1 H,br), 6.89-7.01 (2H t m) l 7.57-7.80(2H,m) 


2-10 


NMR(CDCt,,TMS internal standard) 

6:1.76(6H t s),4.74(2H,br) f 6.95(2H,dd,J=1,8Hz,7.7Hz),7.08(2H,t,J=8.7Hz),7.24-7.35 
(3H,m),7.78-7.84(2H,m) 


2-11 


NMRtCDCLj.TMS internal standard) 

6 :2.58-2.69(2H t m) ,3.1 2-3.33(2H f m) ,720-7.29(3H ,m) ,7 .8 1 -7.87 (2H ,m) 


2-12 


NMR(CDCI 3 .TMS internal standard) 

6:1.19(3H,d,J=6.8Hz),2.53(2H,d^=5.5Hz).3.59-3.88(1H t m) t 5.37-5.46(1H,m) l 7.09- 
7.27(2H,m),7.83-7.99(2H,m) 
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Ref.Ex 


DATA 


2-13 


NMR: ft :1.10-1.42(4H,m),7.32-7.52(2H,m),7.73-7.89(2H,m),8.61(1H,s), 12.28(1H,br) 


2-14 


NMR: ft :1 .01-1.20(2H,m),1 .27-1 .49(2H,ni),7.15-7.45(2H,m),7.85-8.08(2H.m), 
8.98(1H,br). 12.37(1H.br) 


2-15 


NMR: 6 :1.20-2.05(8H,m),7.29-7.50(2H > m),7.75-7.90(2H,m),B.05(1H,s), 1 2.42(1 H.br) 


2-16 


NMR: 6 :1.55-2.25(8H,nfi).7.18-7.40(2H.m),7.84-8.01(2H,m),8.51(1H,s), 12.12(1H,br) 


2-17 


NMR: ft :0.95-1 .95(10H,m).7.27-7.50(2H,m),7.81-7.92(3H,m),12.38(1 H.br) 


2-18 


NMR: ft :1.25-2.35(10H,m),7.15-7.42(2H,m),7.80-8.00(2H,m).8.24(1H,s) 


2-19 


NMR: ft :1 .90-2.1 2(4H,m) 1 3.57-3.77(4H,m),7.27-7.35(2H.m),7.90-7.98(2H.m) 1 8.52 
(1H.br). 12.37(1 H.br) 


2-20 


NMR(CDCI 3 ,TMS internal standard) 

ft:1.33(6H,s),1.58(6H.6).7.07(2H.t.J=8.6Hz) l 7.40(1H.br).7.81(2H.dd, J=5.1,8.6Hz) 


3 


NMR(CDCI 3 ,TMS Internal standard) 

ft :1 .38(3H,d,J=7.3Hz).2.84(3H.s),3.56(3H,s),4.65-4.89(1H,m),7.08-7.29 (2H,m), 
7.76-7.91 (2H,m) 


4-1 


NMR(CDCI 3l TMS internal standard) 

ft :1 .47(3H,d,J=7.0Hz).4.32-4.4B(1H,m),5.17(2H,s),5.25(1H,d^J=7.0Hz).7.35 (5H,s). 
7.75-7.77(2H.m).7.92(1 H.br).9.06(1 H.br) 


4-2 


NMR: ft :1.41(6H,s).5.01(2H,s).7.28-7.35(5H,m).7.69(1H.S), 8.07(1H,d, 
J=8.8Hz).8.20(1H.d.J=8.8Hz),8.33(1H,s),10.34(1H,6) 


4-3 


NMR:ft:3^7(3H,s),3.34-3.64(2H,m).4.35-4.46(1H,m),5.00-5.10(2H.m).7.30- 
7.39(5H,m).7.76-7.82(1H,m),8.01-8.14(2H,m).8.28-8.32(1H,m).10.91(1H.br) 


4-4 


NMR: 6 :1 .19(6H,s),3.27-3.32(2H,m).4.98(2H,s),7.25-7.38(6H.m),8.03-8.17(2H.m). 
8.30-8.35(1 H.m) 


4-5 


NMR: ft :0.85-0.95(6H,m),1. 99-2.09(1 H,m),3.99(1H,t,J=7.8Hz),4.47-4.51 (2H,m),5.16- 
5.22(1 H.m),5.27-5.35(1 H.m),5.86-5.97(1 H,m),7.64(1 H,d. 

J=7.8Hz),7.99(lH,dd,J=1.4,6.3Hz),8.07(1H,d,J=6.3Hz),8.31 (1 H,d.J=1.4Hz). 10.86(1 H 
,br) 


4-6 


NMR: ft :1.60-2.90(6H,m),5.02(2H,s).7.10-7.50(5H.m).7.95-8.40 (4H.m), 10.24(1 H,br) 


5 


NMR(COCI 3 ,TMS internal standard) 

ft :1.57(6H,s),5.10(2H,s),5.50(1H,br).7.34(5H.s) l 1 0.42(1 H.br) 


6 


NMR(CDCI 3 ,TMS internal standard) 

ft :7.28(1 H.d,J=7.8Hz),7.B7(1 H.dd.J=1 .5.7.8Hz).8.46(1 H.d,J=1 .5Hz) 


7 


NMR(CDCI 3 ,TMS internal standard) 

6:2.93(3H.d.J*5.2Hz).4.68(1H.br).6.6B(1H.dd,J=2.4.8.6Hz),6.84(1H.d.J=2.4Hz).7.41 
(1H.d.J=B.6Hz) 


8 


NMR(CDC)3,TMS internal standard) 

ft:1.26(3H.t.J=7.3Hz).1.30(6H.s).4.1B(2H.q.J=7.3Hz).4.72(2H.s).6.04(1H.s).7.25- 
7.36(5H.m) 


9 


NMR(CDCl3,TMS internal standard) 

ft :1 .29(3H.t.J=7.0Hz).1 .72(6H.s).4.24(2H.q.J=7.0Hz).4.66(2H.br).6.95(2H.d.J=7.7Hz 
).7.07(2H.W=8.7Hz).7.26-7.34(3H,m).7.73-7.77(2H.m) 


10-1 


mp: 79-80 , t 


10-2 


mp: 116-1 IT'CfAcOEt-Hex) 


10-3 


mp: 234-238'C (EtOH-(Et) 2 0) 


11-1 


NMR: ft :1.32(6H,s),5.34(2H,br),8.06(1H,d,J=8.4Hz),8.21(1H,dd, J=2.1.8.4Hz),8.44 
(1H.d.J=2.1Hz) 


11-2 


NMR: ft :1.99(3H.S).3.67(1H,t,J=5.5Hz),4.18 (2H.d,J=5.5Hz) 5.05(2H,br). 7.95-8.20 
(2H,m), 8.30-8.45(1 H.m) 


12-1 


NMR: 6 :3.26(3H,s),3.32-3.e2(3H.m).4.97(2H,br).8.07-8.15(2H,m).8.38-8.41 (1H.m) 


12-2 


NMR: ft :1 .55-2.70(6H,m).5.31 (3H,br),8.00-8.55(3H,iT>) 


12-3 


NMR: ft :1.14(6H.s).2.75(2H.s),3.31 (1H.br). 5.34(2H.br),7.96-8.10(2H.m).8.27-8.30 
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Ref.Ex 


DATA 




(1H,m) 


1 o 


NMRffinni TMS internal standard)' A °0 86/3H d J=6 6H?\ 1 07flH d 

J=7.0Hz) t 2.41 -2.53(1 H,m),3.43(1H.d,J=3.3Hz) l 7.73(1H,d t J=8.8Hz),7.94 
(1H ( dd f Js2.2,8.BHz), 8.21 (1H,d,J=2.2Hz),1 0.18(1 H.br) 


14 


NMR:^:1.51(1.5H,s)J.53(1.5H l s)J.86-2.04(3H l m) f 2.13^23(1H^3.51-3.62 
(1H,m) l 3.67-3.80(1H,m) l 4.88(0.5H t d.J=12.6Hz) f 5.07(1H l s),5.13 (0.5H,d, J=12.6Hz), 
7.02-7.18(2.5H t m),7.27.7.40(2.5H,m) t 8.03-8.30(3H f m) t 10.01 (1H ( s) 


15-1 


NMR: 6 :1.3D-2.50(9H, m), 3.10-3.50(1 H, m), 7.21-7.36(2H, m), 7.B7-8.40(2H, m), 
8.14-8.28(1 H, ml 12.24(1 H, br) 


15-2 


NMR(CDC(3,TMS internal standard): 6 : 3.46-6.60(1 H, m), 4.3O-4.60(4H, m), 7.06- 
7.18(2H, m), 7.61-7.70(2H, m) 



&%MlQ-lX*£l&Ltz2-T\/-N-(4-'>TS-3-bV7/U*a^/U7jL=i/U) 
Tu/s>T5:K250mg^Dn7^^5ml(C^L, tK/^T, hy^/WT^llOmg, W> 

BP*^A50ml-CJlMR!l, INaffltSOmI, ffifn£ifi*50mlT'SE#U <SI*aE»^^-> 

©*JS{b^«5114mg«:»fce 

**«17 

N - (4 - - 3 - V)7iV'*v&-fr'7*=. /W - 2 - { [ (4 - 7;^p7i= AO * 

2-(4-7/^P7x=^/^->'UTV)^^500mg&xh7tKn77>5ml(^ 
»L. TkftT. ^1fy/i/^nyK470mgSr«Ttfe«, tefi^SON, N-£WA-*/k*7 

ffl&mvimmmwLti* m&Tiz.m&&s&Lit&. wtiw^omi 

4-7$y-2-HJ7/^D^f-/U^>/-hy/K580mg$r^aTo^nx./c^, EraT-6B# 

Lfcfc, «aE«T>y*-y/>'*7A^D-rh^77^-|if*L 1 gfc&^A- -^-^O 7:3)j» 
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81mg&#fc s 

N-(4-^Ty--3-hy7/>3j-p^f-;U7x^/U)-2-<L(4-7/U^-n-7i-/l')^/M- 
N-(4— >ry-3-hy7/U^-p^5 L /l'>'i-/U)-2-{[(4-7/U^-D7i^/l-)^/l';J> 
tfc : 7^yfI^T, 3BWaUR«iBELfc«. £«£Sj£rC#£PL, fc£GE 

te£fe339mg£#fc 0 
Htt«i25 

N - ( 1 - [ (4- v-Ty -3 - hy7/W^-n/^/U7a.=./U) - 1 - jtf-yua:^ 
— 4— 7/W^O'<>'X75K 

2- (4-7/U^-n^>/>r^T^/) -2-^/U7a^K500mg£^?Dn^>30ml 
l^fi?L. 7k#T, HJ7:s-/J'#*7-r>'933ing, N-7o**^W5K633mg£Ni& 
^SToip^fcm, 7^=*V#I1&T, |5JMT2n$p B 1»L/t; 5ir4-7$/-2-h!J 
7/^p^/U-<yy^Ky/l^872mg^'>i:To^lJ7w, Mi&T'3B#ffitf£#Lfc, &&ET<-$ 

J§Hfc-£^Jl56mg£*ffco 

H*«25^B*icLTKE*«26-33«:^J*Lfe fl 

SJS^Jlir|5l«lwLT^«a^34-64€:^^Lfc, 
3£iSi0ij65 

N - { l - [ (4 -*S7J -3 - HU^/l^P^/K^n/U) #;W^/W] - 1 - 
iv) - 2 - wV^XT^K 
(l ) 7*/W75KI&5. 0gro^nn^^>^8()ml(w, ftftT, HJ-xf-^TSVS. 27ml 
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t, 'mmzguzi, — ^-r^^mmirnxMrn i id£&tm\i it.. *tt&- 

(2)#%fJiJlO-2T*^Lfc2-T5y-N-(4-«>T/-3-hy7^3j-n^^y'^/U) 
-2-^/U7n/s>7'$K20()m«c/>^^upy^>^/|g]0m]|C±fe2-xT/SS#fitl 
*4*323mg«rttl*, M"C»«?IB!H*Lfc., K^^lw^fiW/^SrAu^fig^L/hm, 

(l:l)#tt*IU:9fittA*ftfc:: w»»g*«r^^-yu-BI«if-^«^»ISE{iJ:i3SS 
N-(4-v'7/-3-M;7/^D^^7 3 :=/U)-2-[2-(4-7/U^-n7i^)7 

(2)#%^J10-2-e^L7>:2-T^-N-(4-->7-/-3-hy7/U^-p^/U7 3 i= 
'W^-^/UTP/NVT^KlSOmgW^ 

*^T±g'd4-7;^P7i=/WTir^/U^pyi^^^pp^^^5ml^jfl7., 
HJ|fi»j67 

N-{l-[(4->>Ty-3-hy7/U^-P^/U7 a i^/P)^/P/<^->r/'l']-l-^/l-3:^ 
/H -2-tKP^rv^<>XT?K 
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N- { 1 - [ (4 - W y-3 -HJ ^/l^P^/U^r^) #/P/<*-f /W] - 1 

/is)-8-*;yyjj /us)?* f-s K 

KO. H4ml&t/tt«CJtON, N— ^^^/Ui»r$K4rAliL, tK^T, 30*M«*Lfcft, 

(2) #%0»J 1 0 - 2X*£f&L fc2 -T^/ - N - (4 - 'ST J -3 - hy 7 /M-p^ /uy *n 
^)-2-^/UTPA>T^K3()0mgW^PD^^y^5ml(w, *#T, ±!28-*yy 
^*/P^/U^nyK^^w^nDy^>|gj^5m]St>>y3:^/UT$M). 364ml^JD^, 

m^mm^^y^^x^mmtmL, whit, fmzw&Ltz.&, muzisy 

7'/— /WO. 18g, l-(3-^f-/UT?y7ntvi.)-3-a:^;u^/^-J?^5KJfefiSJg(). 2 

sgfcw&irafcfc, raa-e, 2i$iBHffliLfc&, 2-7Sy-N-(4->'7/-3-hy:7/M- 

HJS0i|79t|^fl|liLTm6«8O-87^|ftLfc 8 
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mm m* 

2 - [ (4 - i/T y - 3 - HJ 7 /U^oy ^ /U) # /I" <*>f /U] - 2 - (2 - y'/U^a-^ 
>XT§K)^^^ T-fe-7— 1> 

(1 ) 3-7± Mr*> - 2 - ' <> x/U^^-^/U/K.- /U7^/7D/ <y%£3 . 9g£N, N - is**f- 
/WT-fel^75K30ml(w^L. -2()'CC^*PLfctt, ^*=^oyKl. lmlfcRTLfc., 
T /\s=fy%m % T . Ot X* 1 B#R.1 L Ti'& , 4 - 7 K J - 3 - hV 7 A,*u & */=. |, i) 

fyu^BmlSrlfi^AP^, MT^WUftflsL^ 

WO. 56ml, MM^TSM). 66mlfcNI&aix.. Sire2*fflflM*Lfc e Kftft&ffifr 
aWTRSrin^, »i|a:^/UTttttJLfcll, 0. INttMft. &?Pmffc:rhy!7^*jg$Tifc#L 

n - ( i - [ (4 - v-ry - 3 - hy^/w^-p^/u^ jc^/p) # Av<*-f a/j -2 - 1 kb*->:c 

2 - [ (4 - v<7V - 3 - hy7/U^-n^f-;W7a:=/U) #yu/<JEvf */] - 2 - (2 - 
Hlfe0»j9O 

N - { 1 - [ (4- vvV-3 - hy^/U^o^/U^- /U)#,u,<^Vw] - l-p^/Ua:^ 
/U| -4-*Mfv"<>X7SK 
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#»l/c&. «ffiT^»ll*«i-L, ^flit&ftB^A^OmliJ Nttfll*$j&:(::ftE 
L, *«Wi«rft|PttK**^M;i>A**ttl5ml, *15mlX2, ifrfafti&Tkl 5mIT« 
L. fiBK-^hy^A-ettjtLfco «ETJw*f«E«:fiS£-Lfc|fe, jSS£*«>W^/u*7i»^D-7h 
WBtif-^:^^-! : DHTML, %htlt-^mW^M^y otvu 

*<©«Jifkfr«32eingft»fc:: 

Hlfiffl902:micLTMM9l, 92££c£L/c :; 
Xtt«|93 

4-7'nt-2-^nn-N-(l-[(4-y7y-3-Mj7/l'tn^^7x-;U))!7/U^ 
4-7'n i E--2-^Da^,&#^52()mg^Tl^tKn7'-7>io m i|^/ii|L > akJfTFtf^U* 

-2-^/W7W>VT^K540mg, W^/U75>310/z IfcHRfcatf., 5<)# 

N — 1 1 — [ (4-">ry-3 - Y x )-7iv-Jrvrt-/\,y^=L,\,) #/w<^/u] - j-^,^^. 
I -4 - 1 Kndf X7SK 

N- ( 1 - [ (4-'>ry-3-hy77/U^-n^/U^ ;t - / »u)^/u / <^; U ] _ j _^ /U;r ^. 
;t/ ) -4-^HSf^yX75K340m B ^f-l^>'^nyKi0mll^«?L, -78=C{rTlM = 
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7kf£tf*3()mk*::K)mlj;2fTiy^ 

fc£4fcl39mg£#/i s 
HJ!il!i^j96 

N-^v ! /^^i/-N-|l-[(4-v'T/-3-h!J7/^P^/P>'^/U)*/W<^- 
- 1 -t^iV^/V ( -4 - 7 A-^d^XTSK 

nn^>20ml$r^, -10 15t;T«#"K. E^tll^O. 48g^>LTo^JfJx./i, - 

10'CT*1B#^«^^, IWlMT*4-T5/-2-hy7/^D^;u-<>y*^MJ/uo. 59g& 

H«J97 

N- ( 1 - [ (4-^>Ty-3- hV7/l>*a^/U7x.=./U) fiiV^^)v\ - \ -/.fvl^nf- 
;v] -4-7;i-^-P-N-tKD^^>XT5;K 

N— <>^/M-=if->-N- { 1 - [ (4- W/-3 -Ky^U^-n^/^i-zU) #/U^ 
-</W]-1-^/W^/U}-4-7;^p^<VXT5K0. 3g*5j:V#*S?T^=.»j7AO. 15g 

H»J98 

N- (4-->T/-3-KV^^Dy^7^/U)-2-^/U-2- (3-7;c-/K?U>T 
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# nm i o - 2-efrj&L tz2 - T^y — n- (4-/7/-:)- i-y 7 /utJ-p ^ ^ -7*= /u ) 

■7--hH59mB=&;j|]X., M"C4. 5l^|IIIflM*Lfcr Jx&®'»ft*K, ffifufitf*. fl^TlNJfc 

N - (4 - «>7 J -3 - hi;7/U*o^/U7xsi/l') - 2 - ^ ^ - 2 - (^^<> *7^l *) 

#%^J10-2T^fi£L7t2-T^/-N-(4-^Ty-3-H;7/^o^^7 3 i-/U) 
-2-^/^n/^T5K400m«Srt 5 !Ji/y5m](l^<!ifL > (f-^yyV/^^")^34 
4mg, hyi^^T5>226mg^D^ ( M"C1 10B#|« »#Ufc s ' K£ffc$r2Nfiifflfc*iSHl£ 

B»3:^/p-^H-^(i rD^WgUctoa^^^fc, r©atS*«rBHK^f-^t^r1^ 

H»25^|^^{CLT»^Jl00-104^fiJcLf-, 
HJfi«»Jltra«^LTllttfl»Jl05-107Sr^L^= 

^»lirl^#(iLTH^Jl09- 1 1 i«r£ifiLfc... 
«fi«25iR«fcLT*tt«112- 122«r^fi5cLfc s 
Hli(ii0iJltl^«{CLTll«B^Jl23-129Sr^BfeLfc s 
HJ&0IJ13O 

N— (4-->7/-3-hy7/^P^/^>'y^) -[4- <A-7Artx*'<y*/'{fr)T% 

Srffl^T. #%^n4^l^^^fe^fflV>TS^22ct/^*a ; il^To/c, ^tLfcfittttlte 
^>y*y/u*7A^n^h^77-f-(IJ:«3mML > Bix^ JffXi : ] )jgffi«i;J:9 

^»«»Jl30tlSI«fcL-Cllttl«l3]«r^Lfc o 
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zftfew u mm omm&mmiii i 1 -r-i- 

R 4 R 4 R 6 R 7 

Ex. :.Htttt*4§- MS :M#«Hft 

Me (i-Pr) 2 0:^-ry7ntvH— r/U 

Et MeOH -.MS—fr 

Ac i-PrOH :<fl/7'as</—A, 

Benzyl : -ch— . _ 

^4 




Ex. 


R 1 


R* 


R 9 


DATA 


1 


CF 3 


CN 


CH 3 


mp: 164-165t: 

NMR: 6 :1.37(3H l d l J=6.BHz),2.94{3H,s),4.01-4.17 
(1H ( m)J.68(1H ( d l J=B.0H2) l 8.06(1H,dd,J=1.8,8.8Hz),8 
.1 2(1 H,d,J=B.8Hz),8.29(1 H,d, J= 1 .8Hz) , 1 0.80(1 H,s) 


2 


CF 3 


CN 


-o 


mp: 189-190t;(AcOEt-Hex) 

NMR: 6:1.21 (3H,d,J=6.8Hz),3.94-3.98(1 H,m), 7.46- 
7.64(3H,m),7.74-7.84(3H ( m),8.03-8.08 (2H,m) t 8.32- 
8.33 (1H,m),1 0.71(1 H.s) 


3 


CF 3 


CN 




mp: 1 78- 1 79*C (AcOEt-Hex) 

NMR: * :1.24(3H,d ? J=7.0Hz),3.94-4.00(1H ( m) I 7.28- 
7.31 (2H,m).7.80-7.84(3Km) t 8.04-8.08(2H t m) t 8.37 
(1H t d,J=8.0Hz),10.71(1H,s) 


4 


CF 3 


CN 


-0~ ci 


mp: 179-180'C(AcOEt-Hex) 

NMR: 6 :1.24(3H ( d t J=6.8Hz) t 3.94-3.99(1H,m),7.42- 

7.53(2H r m),7.73-7.80(3H t m) l 7.94-8.12(2H,m),8.46 

(1H t d t J=8.4Hz),10.70(1H.s) 


5 


CF 3 


CN 




mp: 170-17lt;(AcOEt-Hex) 

NMR: 6 :1.24(3H,d,J=6.8Hz),3.93-4.04(1H,m) I 7.63- 
7.69(4H l m) l 7.78(1H l dd 1 J=1.6 t 8.4Hz),8.04.8.09(2H,m) t 
8.07(1 H.d.J=8.4Hz) ,8.46(1 H t d,J=8.8Hz),10.69(1H,s) 


6 


CFa 


CN 




mp: 183-184C(AcOEt-Hex) 

NMR: 6 :1.25(3H,d,J=7.0Hz),3.98-4.05(1H t m).7.77 
(1H, dd,J=2.0 f 8.2Hz) l 7.88-7.97(4H,m) > 8.00(1H f d, 
J=2.0Hz),8.08(1H,d l J=8.8Hz),8.69(1H l d < J=8.2Hz) I 10. 
74(1H.S) 
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Ex. 


R' 


R 2 


R 9 


DATA 


7 


CF 3 


CN 




mp: 134-13ffi:(AcOEt-Hex) 

NMR: 6 :1 .27(3H,d,J=6.8H2),3.99-4.07(1 H,m), 7.72 

(1H.dd,J=1.2,8.8H2),7.79(2H,d > J=8.0Hz),7.95-B.06 

(4H,m) t 8.66(1H t d,J=B.8Hz),10.73(1H,s) 


8 


CF 3 


CN 




mp: 111-112T:(AcOEt-Hex) 
NMR: A :1.26(3H,d.J=6.8Hz) l 3.98-4.05(1H l m),7.41 
(2H,d,J=8.6Hz),7.76(1 H,d,J=8.6Hz), 7.87-7.89(2H,m). 
8.06(2H,d t J=8.6Hz), 8.52(1H,d,J=8.6Hz) ( 10.75(1H,s) 


9 


CF 3 


CN 




mp; 1 84-185 C(AcOEt-Hex) 

NMR: 6 :1.32(3H l d,J=7.2Hz),4.01-4.14(1H t m)J.07- 
7. 1 2(1 H,m),7.41 -7.47(1 H 1 m),7.78-7.82(2H t m) l 8.03 
(1 H.d.J=1 .6Hz), 8.08(1 H l d l J=B.6Hz),B.67(1 H,d t J=8.6H 
z), 10.77(1 H,s) 


10 


CF 3 


CN 




mp: 1 59- 1 60 1: (AcOEt-Hex) 

NMR: 6 :1.25(3H,d.J=7.6Hz) l 3.9B-4.05(1H f m),7.49 

(1H,t,J=r8.4Hz) f 7.54-7.56(1 H.m), 7.70-7.78 (2H,m), 7.79 

(1H,dd t J«1.8 f 8.4Hz) l 8.03(1H t d t J=1.8Hz),8.07(1H t d,J= 

S^H^.B^IIHjd.J^^HzJ.IO^IH.s) 


11 


CF 3 


CN 




mp: 189-1 90 t: (AcOEt-Hex) 

NMR: 6 :1.27(3H ( d,J=7.2Hz) t 4.00-4.08(1H,m),7.67- 

7.71 (1 H.m),7.78(1 H,dd.J=1 .6 f 8.6Hz),7.96(1 H,d,J=7.6 

Hz),8.00(1H I d t J=1.6Hz) J 8.04-8.11(3H,m) l 8.64(1H,d, 

J=B.6Hz),10.79(1H t 6) 


12 


CF 3 


CN 




mp: 143-1 44*0 (AcOEt-Hex) 

NMR: 6 :1.28(3H f d,J=6.8Hz) l 4.03-4.10(1H,m)J.70- 
7.74(2H,m),7.84(1H,d,J=8.0Hz) l 7.96(1H,d t J=1.6Hz),8. 
01(1H,s) 1 8.04-8.07(2H l m) ( 8.68(1H,d l J=B.8Hz) ( 
10 77(1 H s) 


13 


CF 3 


CN 




mp: 167-1 68 C (AcOEt-Hex) 

NMR: :1 .24(3H.d,J=7.0Hz),4.00-4.04(1 H.m), 7.48-7.51 
(1H,m),7.57-7.60(2H,m).7.76-7.78(2H,m).7.85-7.90 
(3H,m),7.98(1H,d^=8.8Hz),8.34(1H,s),8.41j1H,d,J=:8. 
0Hz),10.63(1H,6) 


14 


CF 3 


CN 


do 


mp: 193-194t:(AcOEt-Hex) 

NMR: 6 :1.19(3H l d,J=6.8Hz),3.95-4.00(1H,m). 7.51 
(1H,t,J=7.6Hz).7.58-7.62(2H.m),7 67-7.71 (1 H.m), 7.78 
(1H.d,J=1.6Hz),7.93-8.06(3H,m). 8.13(1H,d.J=7.2Hz). 
8.67(2H,d,J=8.8Hz),1 0.52(1 H.S) 


15 


CF, 


CN 


CO 


mp: 199-200t; (AcOEt-Hex) 

NMR: 6 :127(3H.d,J=7.2Hz),4.37-4.44(1H,rn).7.eo- 

7.72(4H.m)7.83(1 H,d,J=1 .6Hz),8.00(1H,d,J=8.8Hz).8. 

17(1H.dd.J=1.2,8.4Hz),8.31(1H,dd,J=4.6,7.2Hz),843{ 

1H.dd ( J=1.6.8.8Hz).9.02(1H,dd,J=1.6,4.0Hz),1 0.65(1 

H,s) 


16 


CF 3 


CN 




mp: 185-1 BBC (AcOEt-Hex) 

NMR: 6 :1.34(3H,d,J=6.8Hz),3.97-4.06(1H,m). 7.00- 
7.04(1H,m),7.25-7.35(4H,m),7.48-7.50(2H,m),7.84 
(1H,dd,J=2.0,8.8Hz),7.96(1H,d,J=8.BHz),8.04(1H l d,J= 
8.0Hz),8.10(1H.d,J=2.0Hz).10.80(1H.s) 
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*5 





p3 p4 

*^"YV SOr ^~ F 


Ex. 


R 1 


R 2 


R 3 


X 


R* 


R 8 


DATA 


17 


CF 3 


CN 


H 


0 


CH2CH3 


H 


mp: 170-1 71 r. 

NMR: 6 :0.83(3H.t,J=7.4Hz), 1.52-1.72 (2H. m), 

Q 77 Q 00/1 U m\ 7 9A 7 OP/OU ml 7 7R-7 UO 

(3H,m),8.01(1H f d,J=2.0Hz).8.07(1H,d.J=a.4H2), 
8.36(1 H.dJsrS.eHz),! 0.74(1 H,s) 


18 


CF 3 


CN 


H 


0 


CH 3 


CH 3 


mp: 17M72G(AcOEt-Hex) 
NMR:(CDCI 3l TMS internal standard) 

A -1 HQf3H rl 1-7 IMrl 9 Afif3M cl 4 ^fUd fi? 

(1H ( m),7.26-7.30(2H,m),7.80(1H ( d,J«8.6Hz), 
7.86-7.90(3H,m). 8.08(1 H,d f J=1.8Hz), 8.79 (1H,s) 


19 


CF 3 


CN 


CH3 


0 


CH 3 


H 


mp; 157-1 58 C, (AcOEt-Hex) 

NMR* <S -1 fin/TW ri Ir-R RMt\ 4 pt;HM hr\ 4 HQ 
iNivin. o . i .uo|ori|Ci|«i B o*ori£/|0*c9|ori|Ui^i rt.ua 

(1 H,br),7.3B(2H,t,J=8.0Hz).7.73-7.81 (4H,m). 

8.22-8.34(2H,m) 


20 


CF 3 


CN 


H 


0 


benzyl 


H 


mp: 248-249 C(AcOE1- Hex) 

NMR: 6 :2.77-2.99(2H,m).4.08-4.14(1H.m). 7.14 

OU \ l-R RM?\ 7 1Q.7 9fi f^M m\ 7 fit. 7 fid 

(2H,m),7.72(1H,d,J=8.BHz) f 7.96(1 H,s), 8.07 
(1 H,d,J=8.8Hz).8.61 (1 H,d,J=8.8Hz). 10.77(1 H,s) 


21 


CF 3 


CN 


H 


0 


H 


H 


mp: 1 79- 180'C (AcOEt-Hex) 

NMR: A :3.77(2H,d t J=6.1Hz) l 7.38-7.42 (2H, m), 

7.86-7 .90(3H,m),8.08-8.12(2H,m). 8.25-8.27 

(1H.m),10.71(1H > 8) 


22 


CF 3 


CN 


H 


s 


CH 3 


H 


mp; B6-87 C 

NMR: 6 :1.32(3H,d,J=6.8Hz),4.39-4.46 (1H. m), 
7.28-7.34(2H,m),7.78-7.84(2H,m), 8.18-8.24 
(2H,m),8.31(1H l d,J=8.4Hz),8.42 (1H,s), 
12.01 (1H,s) 




Ex. 


R 1 


R 2 


A 


R 9 


DATA 


23 


CF 3 


CN 


Me Me 




mp: 166-167C(AcOEt-Hex) 

NMR: 6 :1.41(6H v 8),7.06-7.10(1H.m) l 7.57- 

7.61 (1 H,m),7.84-7.87(1 H,m),8.07-8. 1 4 (2H, 

m),8.23-8.30(2H,m),10.29(1H l s) 


24 


CF 3 


CN 






mp: 90-95'C(AcOEt-(i-Pr) 2 O-Hex) 

NMR: & :3.19(3H,s),3.42-3.52(2H t m), 4.09- 

4.17(1 H,m) f 7.23-7.2B(2H f m),7. 76-7.84 (3H, 

m) f 8.01-8.03(1H,m)A07(1H,d,J=8.4Hz), 

8.51(1H.d.J=:9.2Hz).10.81(1H,s) 
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Ex. 


R 1 


R 2 


A 


R 9 


DATA 


31 


CF 3 


CN 


Me Me 

X 




mp: 117-1 18 c C(AcOEt-Hex) 
NMR(CDC) 3t TMS internal standard ) 
6:1.47(6H,s),5.84(1H,s) t 7.22(2H,t,J=8.8Hz), 
7.79(1 H,d.J=8.8Hz)7.90-7.95(3H,m), 8.07 
(1H,s),9.20(1H,br) 


32 


CF 3 


CN 


Me Me 

X 




mp: 109-1 10t:(AcOEt-Hex) 

NMR: 6 :1.50(6H,s),7.89-7.92(2H t m) f 8.00- 

8.15(4H l m) f a28(1H,d t J=2.0Hz),8.90(1H I s),1 

0.33(1 H,s) 


33 


CF 3 


CN 


Me Me 




mp: 124-125 : C(AcOE1-Hex) 
NMR: 6 :1.45(6H f s) l 3.76(3H l s) ( 6.82(2H,d l 
J=8.8Hz).7.73-7.75(3H,m) 1 7.89-7.92 (1 H,m), 
8.00(1 H,d,J=2.0Hz),9.67 (1H.S). 10.83(1H.S) 



£7 




Ex. 


R 1 


A 


R 9 


DATA 


25 


CF 3 


Me Me 

X. 




mp: 207-208'C 

NMRfCDCIjTMS internal standard ) 
6 :1.77(6H > s),6.29(1H,s).7.15-7.19(2H,m), 7.76 (1H, 
d,J=8.3HZ),7.75-7.B3(2n,m), 7.87-7.90(1 H,m), 8.07 
(1 H,d,J=2.0Hz),1 0.67(1 H.S) 


26 


CF 3 


Me Me 

X 


OCH, 

^> 


mp: 124-125C(AcOEt-Hex) 

NMR: 6 :1 .57(6H,s),3.97(3H.s),705(1 H.t. J=7.2Hz), 
7.20(1 H,6,J=ZAHz),7A9-7.54QH,m) l 7.79(\HM, 
J=2.0,8.4Hz),8.07(1 H,d.J=8.4Hz),8.1 5(1 H,dd.J=2.0,8 
.4Hz),8.31(1H,d,J=2.0Hz).8.55(1H.s) > 10.20(1H.s) 


27 


CF 3 


Me Me 

X 


-Q)-0N 


mp: 256-258'C(MeOH-EtOH) 

NMR: 6 :1.54(6H,s),7.98(2H,m),8.03-8.15 (4H, m). 

8.29(1 H.d,J=2.0Hz),8.85(1 H.s),1 0.22(1H,s) 


28 


CF 3 


Me Me 




mp: 222-225X:(AcOEt-Hex) 

NMR: 6 :1.55(6H.s),7.87(2H,d.J=8.8Hz),8.06 (1H,d, 
J=8.8Hz).8.13-8.15(3H,m).8.30(1 H.d,J=2.0Hz). 8.83 
(1H,S),10.23(1H,S) 


29 


CN 


Me Me 




mp: i98-i99t:(EtOH) 

NMR- 6 :1 .52(6H.S).7.31 (2H,t,J=8.8Hz) ,7.98-8.04 
(3H,m),B.10(1H.dd l J=2.0.8.6Hz), 8.30(1 H,d,J=2.0Hz), 
8.59(1H.8),10.15(1H.S) 


30 


CI 


Me Me 


"C>F 


mp: 227-230'C(AcOEt-Hex) 

NMR: 6 :1 .51 (6H.s),7.31 (2H.t,J=8.9Hz) .7.75(1 H, dd, 
J=2.6 t B.7Hz).7.B5(1H.d.J=8.7Hz),8.00(2H.dd l J=5.4,8 
SHz),8.06(1 H,d J=2.6Hz) .8.55(1 H.br) , 1 0.00(1 H.br) 


34 


CF 3 


Me Me 




mp: 168-1 69 C(AcOEt-Hex) 

NMR: 6 :1.54(6H.s).7.27-7.32(2H.m),7.52-7.58 

(1H,m),7.72-7.76(1H,m),8.08 (1H,d, J=8.4Hz), 8.16 

(1H,dd,J=1.6,8.4Hz),8.33(1H,dJ=1.6Hz),8.52(1H,d,J 

=1.6Hz),10.22(1H,s) 1 
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Ex. 


R 1 


A 


R 9 


DATA 


35 


CF 3 


Mc Mc 




mp: 204-206 C(AcOEt-Hex) 

NMR: 6 :1 .53(6H,s),7.3B-7.43(1 H,m),7.50-7.56 (1 H, 
m),7.75-7.78(2H,m) l 8.04-8.15 (2H,m), 8.30(1H,s), 
8.69(1H,s),10.22(1H,s) 


36 


CF 3 


Me Me 




mp: 184-185C(CHCI 3 ) 

NMR: 6 :1.54(6H,s),7.51-7.54(1H,m) f 8.05(1H l d,J= 
8.8Hz), 8.1 3-8.16(1 H.m) ,8.24-8.27 (1 H,m),8.30(1H, 
d,J=1.6Hz),8.72(1H t dd,J=1.6,5.2Hz), 8.80(1 H,S), 
9.11(1H,d,J=1.6Hz), 1 0.22(1 H,s) 


37 


CF 3 


Me Me 




mp: 1 29-130 C((i-Pr) 2 0) 

NMR: iS:1.61(6H t s),7.64-7.62(1H,m),8.00-8.01 (2H, 
m), 8.06(1 H.d,J=9.2Hz) l 8.14-8.16 (1H,m), 8.31 
(1H,d, 

J=1.6Hz),8.72(1H,d t J=8.8Hz),8.83(1H t S),10.34(1H ( s) 










38 


CF 3 


Me Me 




mp: 173-174°C(AcOEt-C 6 H 6 ) 

NMR: 6 :1.58(6H,s),7.59-7.65(2H.m),7.98-8.06 (5H, 

m) t 8.1 4-8.1 7(1 H,m),B.32(1H t d l J=1 .6Hz), 8.56 (1H,s), 

8.74(1H,s),10.26(1H f s) 


39 


CF 3 


Me 




mp: 220-221 v c;(AcOEt-Hex) ! 
NMR(CDCl3,TMS internal standard ) 
6 :1. 26(3H,s),1. 79-1. 85(1 1H,m),4.6B-4.72(1H,m), 
5,98-6.00(1 H,m) ( 7.81-7.83(2H,m), 7.98-8.00 (1H,m), 
9.88-9.89(1 H.m) 


40 


CF 3 


Me 




mp: 206-207 ; C(AcOEt-Hex) 

NMR (CDC! 3 ,TMS internal standard): 6 :1 .61 (3H,d, 

J=8.6Hz),4.93-4.97(1 H,m),6.82-6.84(1 H,m), 7. 1 6- 

7.19(2H l m),7.76(1H,d,J=8.5Hz) l 7.84-7.87(2H f m), 

7.97(1 H,d, J=8.5Hz),8.02 (1H,s),9.88(1H,s) 


41 


CF 3 


Me Me 




mp: 166-1 67 C(AcOEt-Hex) 

NMR: 6 :1.53(6H,s),7.1 8-7.23(1 H,m),7.34-7.40 (1H, 
m). 7.79-7.85(1 H ,m),8.08(1 H,d, J=8.8Hz) . 8.1 6 (1 H , 
dd,J=1.6,8.8Hz),8.32(1H ( d,J=1.6Hz),8.55(1H,d,J=1.6 
Hz),10.22(1H,s) 


42 


CF 3 


Me Me 




mp: 1 82-1 83 1 (AcOEt-Hex) 1 
NMR: 6 :1.52(6H,s),7.14-7.20(2H,m),7. 48-7.56 (1 H, 
m), 8.10(1H l d,J=8.8Hz),8.17(1H,dd, J=1.6, 8.8Hz), 
8.33(1H,d,J=1.6Hz),9:i0(1H,s),10.20(1H,s) 


43 


CF 3 


Me Me 


CI 

-£>-o. 


mp: 214-215'C(AcOEt-Hex) 
NMR: 6 :1.51(6H,s),7.55(1H t dd,J=1.6Hz, 8.0Hz), 
7.66-7.69(2H,m),B.0a(1H,d,J=:8.4Hz), B.1B-8.21 <1H, 
m), 8.35-8.36(1H,m),8.87(1H,s), 10.28(1 H.s) 


44 


CF 3 


Me Me 




mp:171-172'C(AcOEt-Hex) 

NMR: A:1.49(6H,s),2.01(3H,s),7.16-7.18(1H,m), 

7.34-7.38(1 H,m),7.51 -7.55(1 H,m),7.85(1 H,dd, J= 

1. 6,7.2Hz),8.1 8(1 H,d,J=8.BHz),8.1 8(1 H,dd,J=1. 6,8.8 

Hz),8.33(1H f d.J=1.6Hz),B.61(1H,s),10.17(1H,s) 


45 


CF 3 


Me Me 




mp: 207-20ETt;(AcOEt-Hex) 

NMR: 6 :1 .51 (6H,s),7.65-7.69(1H,m),7.76-7.80 (2H, 
m\ 7 87-7 89f1H m\ 8 OR-R 10MH m\ R 1R-R 90 MH 
m),8.38(1 H.s),8.93(1 H.s). 10.30(1 H,S) 


46 


CF 3 


Me Me 


to 


mp: 215.216t:(AcOEt-Hex) 

NMR: «■) :1 .58(6H,S) ( 7.46-7.60(3H,m),7.85 (1H.d, 

J=6.8H2),7.97-8.13(4H,m) l 8.24.8.26(1H,m),8.39 



-37- 



WO 98/22432 



PCT/JP97/04174 



Ex. 


R 1 


A 




DATA 










(IH.sJ.S.aejIH.sJJO^dH.s) 


47 


CF. 


Me Me 

X. 




mp; t95-196T.(AcOEi-Hex) 

NMR: ft :1 .52(6H,S),7.35-7.40(1 H,m),7.45-7.49 (1 H, 
m), 7.61 -7.66(2H.m),8.08(1 H,d, J=8.8Hz), B.21 (1 H , 
dd,J=2.4,8.8H2) t 8.38(1H I d,J=2.4Hz) l 8.B1(1H,s),10.2 
7(1 H,s) 


48 


CF 3 


Me Me 




mp: 180-1 82' C(AcOEt-Hex) 

NMR: 6 :1.52(6H,s) ,7.40-7.51 (3H,m) ,7.61 -7.65 (1H, 
m),8.05-8.24(2H,m),8.37(1H,br),8.83 (1H,br), 10.28 

(1H.8) 


49 


CF, 


Me Me 


-Q 


mp: 203-204C(AcOEt-Hex) 

NMR: 6 :1.54(6H,s),7.46-7.50(2H,m), 7.53-7.57 (1H, 
m),'7.93-7.95(2H,m),8.05(1H,d, J=8.4Hz), 8.14 
(1H t dd f J=1.6 ( 8.4Hz) f 8.31(1H,d,J=1.6Hz) ( a86(1H,s), 
10.20(1H,s) 


50 


CF 3 


Me Me 




mp: 106-107C(AcOEt-Hex) 

NMR: 6 :1. 51 (6H,s) , 6.63-6.66(1 H,m), 7. 18-7.20 (1H, 
m) ,7.86-7.88(1 H,m).B.05 (1H f d, J=8.4Hz), 8.13-8.17 
(1 H,m),8.30(1 H.d,J=2.0Hz),8.38(1 H,s), 1 0.25(1 H,s) 


51 


CF, 


Me Me 

X 


XJ 

I 

Me 


mp: 145-146TC(AcOEt-Hex) 

NMR: A :1 .48(6H,s),3.72(3H,s),6.04(1 H,dd t J=2.4 ( 

4.0Hz),6.89-6.92(1 H,m) ,6.98-7.01 (1 H,m).7.97 (1 H. 

s),8.05(1H,d,J=8.8Hz) ( B.15-8.19(1H,m) ) 8.33(1 H,d, 

J=1.6Hz),1G.17(1H,s) 


52 


CM 


X 




mp: 209-21 0t:(AcOEt-MeOH) 

NMR: 6 :2.01(3H,s),4.34-4.46(2H,m),4.83-4.90 (1H, 

m),7.30-7.37(2H,m) J 7.96-8.06(3H,m) l 8.09(1 H.d, 

J=8.BHz),8.30(1H ( d l J=2.4Hz),8.97(1H,d,J=7.6Hz),10 

.98(1 H,s) 


53 


CF 3 


Me Me 

X 




mp: 125-127C(AcOEt-Hex) 

NMR: 6 :1.52(6H,s),7.1 6-7.20(1 H,m),7.76-7 .79 (1H ( 
m) f 7.95-7.98(1H f m) f 8.05(1H,d,J=8.8Hz), 8.13-8.18 
(1H,m),8.30(1H l d,J s =2.0Hz),8.54(1H,s) ) 10.23(1H,s) 


54 


CF 3 


Me Me 

X 




mp: 1 98- 1 99"C (AcOEt-Hex) 

NMR: 6 :1.51(6H l s),2.27(3H t s),7.21-7,29(2H,m), 

7.32-7.37(1 H t m),7.54-7.58(1H l m),8.07(1H,d l J=8.B 

Hz),8.19(1 H,dd,J=2.0,8.8Hz).B.38(1 H,d,J=2.0Hz).8.5 

3(1H,s),10.25(1H t s) 


55 


CN 


Me Me 




mp: 1 75- 176°C (AcOEt-Hex) 

NMR: 6 :1.52(6H,s),7.27-7.33(2H,m),7.52-7.58 (1H. 
m),7.72-7.77(1H ( m).8.05(1H t d,J=8.4Hz), 8.13 (1H, 
dd,J=Z0,8.4Hz),B.34(1H,d,J=2.0Hz),8.51-8.55 (1H, 
m),10.20(1H,s) 


56 


CN 


Me Me 




mp;139-141 < C(AcOEt-Hex) 

NMR: 6 :1 .51 (6H,S),7.1 4-7.21 (2H,m),7.48-7.57 (1H, 
m),8.07(1H f d,J=8.8Hz),8.12(1H,dd f J=2.0 l 8.8Hz).8.35 
(1 H,d,J=2.0Hz),9.1 1 (1 H,s),1 0.16(1 H,s) 


57 


CF 3 


Mc Me 

X 




mp: 221 -223 l C (AcOEt-Hex) 

NMR: b :1.56(6H,s),7.43-7.50(2H,m),7.95-8.08 (3H, 
m),8.15-8.19(1H,m) t 8.30-8.34(2H,m),8.86 (1H,s), 
10.29(1 H,s) 
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Ex. 


R 1 


A 


R 9 


DATA 


58 


CF 3 






mp: 195-1 96 C(AcOEt-MeOH) 

NMR: A :3.31(3H,s),3.73(2H,d,J=4.4Hz),4.78-4.85 

(1 H,m),7.28-7.35(2H,m) ,7.54-7.61 (1H,m),7.66-7.71 

(IH.mJ.B.OZ-a.OeilH.mJ.S.IZflH.d^B.aHzl.a.SI 

(1 H,d,J=2.4Hz),8.55-8.66(1 H,m) ,1 1 .01 (1 H,s) 


59 


CF 3 


-OMe 




mp; 187-188 G(AcOEt-Hex) 

NMR: 6 :3.32(3H t s),3.70-3.79(2H f m) I 4.77-4.84 (1H. 
m) l 7.29-7.36(2H l m),7.97-8.14(4H,m), 8.32 (1H,d, J= 
2.0Hz) t 8.83(1H l d,J=6.8Hz),10.99(1H,s) 


60 


CF 3 


Me Me 




mp 1 64- 1 65 C (AcOEt-Hex) 

NMR: 6 :1 .53(6H,s) ,7.28-7.34(1 H.m) ,7.50-7.64 (2H, 
m),8.09(1 H,d,J=8.4Hz),8.1 7(1 H,dd,J=1 .6,8.4Hz),8.34 
(1H,d,J=1.6Hz),B.74(1H.s),10.24(1H.s) 


61 


CF 3 


Me Me 


- — . 


o 




mp: 208-209 C (AcOEt-Hex) 

NMR: 6:1.53(6H,s),7.53-7.61(1H,m),7.78-7.84 (1H, 
m),8.01-8.08(2H,m),B.12-8.15(1H,m), 8.29 (1H.d, 
J=1.6 Hz), 8.70(1 H,s),1 0.21 (1H.S) 


62 


CF 3 


Me Me 




O 


^F 


mp: 1 61 - 1 62t: (AcOEl-Hex) 

NMR: 6 :1.52(6H,s),7.33-7.45(2H,m) f 7.59-7.65 (1H, 
m) ,8.08(1 H,d,J=8.8Hz),8.1 5(1 H,dd,J=1 .6 t 8.8Hz),8.33 
(1H.d,J=1.6Hz) i 8.71f1H.8),10.24(1H l s) 


63 


CF 3 


Me Me 

>^ 


Me 

— <"-Me 
Me 


mp: 143-144'C((i-Pr) 2 0) 

NMR: A :1.11(9H l 8) l 1,42(6H l 8),7.39(1H i s) f 8.04-B.11 
(2H.m),8.30-8.33(1H,m),9.00(1H,s) 


64 


CN 


Me .Me 

X 






.F 


MS FAB (m/z):383[(M+1)*] 

NMR: ft :0.97(6H,d,J=6.6Hz),2.05-2.19(1H,m),4.51 
(1H,t,J=8.3Hz) l 7.15(2H,t f J=7.9Hz) l 7.46-7.58(1H, m), 
8.01(1 H,dd,J=1.9,8.5Hz) t B.09(1H,d,J=8.5Hz),8.33(1 
H f d,J=1 .9Hz),9.15(1 H,d t J=8.3Hz) l 1 1 .03(1 H.br) 


65 


CF 3 


Me Me 




mp: 204-205 C 

NMR: d :1 .54(6H,s) t 7.67-7.71 (1 H.m), 7.80-7.84 
(1H, m), 7.92(1 H,d,J=7.6Hz), 7.99(1H,d, J=7.6Hz), 
8.07 (1H,d,J=8.8Hz), B.19(1H,dd, J=1. 6,8.8Hz), 8.31 
(1H,d,J= 1.6Hz), 8.95(1 H,s), 10.27(1H,s) 


66 


CF 3 


Me Me 


ay 


mp: 21 5-21 7C 

NMR: 6 :1.42(6H,s),5.02(2H,s),7.28-7.36 (4H,m), 
7.69(1 H.sJ.a^dH.d.JrrB^HzJ.B^OdH.d.J^^Hz), 
8.33(1H,s),10.32(1H,3) 


67 


CF 3 


Me Me 




mp: 205-206*0 

NMR: 6 :1.57(6H,s) t 6.91-6.94(2H l m) ,7.40-7.44(1 H, 
m), 7.99(1 H.dd,J=1.6,8.0Hz),8.08 (iH.d, J=8.4Hz). 
8.15(1H,dd > J=2.0,8.4Hz) t 8.30(1 H,d, J=2.0Hz), 
8.86(1 H 4 s). 10.27(1 H,s), 1 1 .88(1 H,s) 


68 


CF 3 


Me Me 






0^:188-189^; 

NMR: A :1 .66(6H,s),7.73-7.77(2H,m),8.06 (1 H,d, 
J=8.8Hz).8.1 7(1 H,dd,J=2.0,B.4Hz),8.24(1 H,dd,J=1 .6, 
8.4Hz),8.3l (1 H,d,J=1 .6Hz),8.49(1H,dd,J=1 .6,7.2Hz), 
8.29(1 H,dd,J=1 .6,8.4Hz),9. 15(1 H.m), 10.37(1 H,s) t 1 1 . 
46(1 H,s) 


69 


CF 3 


Me Me 


H 


mp: 122-123 C (AcOEt-Hex) 

NMR: A :1.49(6H,s),6.0B-6.12(1H,m),6.85-6.88 

(1H t m),6.93-6.97(1H,m) r 8.01-8.06(2H,m),8.13-8 l 17 

(1H,m),B.30-8.34(1H,m), 10.21 (1H,s),1 1.40-1 1.46 
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Ex. 


R 1 


A 


R 8 


DATA 










(1H,br) 


70 


CF 3 


Me Me 




MS FAB (m/z):418[(M+H)*] 

NMR: 6:l.41{6H,8) f 1.47(6H I B),7.18-7.33{5H l m) l 

7.45(1H l s) l 8.05-8.14(2H I m) f 8.24-8.26(1H,m),9.89 

(1H,s) 


71 


CF 3 


Me Mc 




mp: 194-19SC(AcOEt-Hex) 

NMR: 6 :1 .52(6H,s),7.28-7.39(2H,m),7.45-7.52 (1 H, 
m),8.09(1H,d f J=8.4Hz) f 8.16-8.20(1H,m), 8.33 (1H,d, 
J=1 .6Hz),9.13(1 H,s),1 0.1 5(1 H,s) 


72 


CF 3 


Me Me 


XT' 


mp: 1B2-184'C(AcOEt-Hex) 

NMR: 6 :1 .53(6H,S),7.42(1 H,dd,J=2.4,8.0Hz). 7.54- 
7.58(1 H,m),7.78(1 H.t,J=8.0Hz),8.08(1 H f d t J=8.4Hz), 
8.15-8.18(1H,m),8.33-8.35(1H,m) f 8.62-B.65(1H,m) ( 
10.27(1 H,s) 


73 


CF 3 


Me Me 

X. 


XT 


mp: 1 66-1 69°C(AcOEt-Hex) 

NMR: 6 :1.51(6H,s)7.30-7.37(1H.m),7.52(1H,dd, 

J=2.4 t 8.4Hz),7.72(1H,dd r J=6.4 f 8.4Hz) t 8.09(1H,d t J=:8 

.8Hz),8.18-8.22(1H t m) l 8.34-B.37(1H,m) t 8.45 (1H,s), 

10.28(1 H.s) 


74 


CF 3 


Me Me 

>C 


-XXI, 


mp: 187-lBtfC(AcOEt-Hex) 

NMR: 6 :1 .53(6H,s).7.54(1 H t t,J=9.2Hz),7.90-7.95 

(1 H.m),8.05(1H ( d,J=:8.4Hz) f 8.1 1-8.16(1 H,m). 8.25 

(1H 1 dd,J=2.0,7.2Hz),8.28-8.30(1H,m) l 8.76(1H,s) I 

10.22(1H,s) 


75 


CF 3 


Me Me 

>^ 


F 


mp: 1 97-199 C(AcOEt-Hex) 

NMR: 6 :1.51(6H,s),7.27-7.34(2H,m) f 8.10(1H,d, J= 
8.4Hz),8.15-8.20(1H,m) t 8.31-8.33(1H t m),9.12(1H,s), 
10.22(1 H.s) 


76 


CF 3 


Me Me 

X. 




mp: 222-223 C(AcOEt-Hex) 

NMR: 6 :1 .42(6H l s),7.24-7.28(3H;m),7.35-7.40 (3H, 
m),7.44-7.56(2H,m),7.75-7.79(1H,m), 8.07 (1H,d, 
Jr8.8Hz),8.13-8.16(1H,m),B.32-8.34 (1H f m), 8.65 
(1H,s),10.22(1H f s) 


77 


CF 3 


Me Me 

X. 




mp: 197-198 c C(AcOEt-Hex) 

NMR: 6 :1 .55(6H,S),7.39-7.44(1H,m),7.47-7.53 (2H, 
m) f 7.72-7.81(4H,m),8.02-8.08(3H l m) t 8.14-8.18(1H, 
m),8.31 -8.33(1 H,m).8.B3(1 H,s). 1 0.22 (1 H,s) 


78 


CF 3 


Me Me 

X. 




MS FAB (m/z):400[(M+H)T 

NMR: 6 :1.56(6H ( s),7.15(1H,d,J=5.6Hz),7.69-7.73 

(1H,m).7.82(1H,dd.J=4.5 f 5.6Hz) f 8.07(1H f dJ=8.5Hz). 

8.09(1 H t br),8.13(1H,d > J=1.9,8.5Hz) # 8.28(1H t d,Jxi.9 

Hz), 10.24(1 H.br) 


79 


CF 3 


Me Me 

x. 




mp: 197-199 c C(AcOEt-Hex) 
NMR: 6 :1 £4(6H,s)7.84-7A7(2H v m),8.08(1 H.d, J= 
8.8 Hz) l 8.12-8.16(1H,m) l 8.30(1H l d l J=2.4Hz), 8.73- 
B.76(2H,m),8.87(1 H,s). 1 0.29(1 H,s) 


80 


CF 3 


Me Me 


X < ^ N 


mp: 106-10BC(AcOEt-Hex) 

NMR: 6 :1 .61 (6H,s) ,8.07(1 H,d,J=8.4Hz),8.1 3-8.17 

(1H,m),a30(1H,d,J=1.6Hz),8.79-8.82(1H l m) l 8.90- 

B.93(2H,m) > 9.15-9.17(1H.m).10.32(1H.s) 


81 


CF 3 


Me Me 


XX) 


mp: 170-17rC(AcOEl-Hex) 

NMR: 6 :1 .65(6H,S) ,7.80-7.91 (2H,m) l B.06(1 H.d, J= 
B.8Hz),8.13-8.20(2H,m),8.26-B.32(2H,m) l 8.53 (1H t 
s),8.96(1H,s),9.45(1H,s),10.38(1H f s) 
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Ex. 


R 1 


A 


R 9 


DATA 


82 


CF 3 


Mc Me 


w 

n 


mp: 172-1 73 C(AcOEt-Hex) 

NMR: <S:1.57(6H,s),6.75-6.78(1H,m),7.14-7.19 (1H, 
m),7.40-7.44(1H,m),7.57(1H.d,J=8.0Hz),7.64 (1H,d, 
J=8.0Hz),8.06(1H,d.J=B.8Hz),8.13-8.17 (1H,m),8.30- 
8.33(2H,m),10.22(1H,s).11.2B(lH,br) 


83 


CF, 


I Mc Me 


— CHp-^>-F 


MS El (m/z):423(M') 

NMR: d :1.47(6H,s),4.53(2H.s),6.94-7.00(2H,m), 
7.04-7.1 1 (2H,m).8.0B(1 H,d,J=8.4Hz).8.1 7-8.22 (1H, 
m),8.27-8.30(1H.m),832{1H.s). 10.21 (1H,s) 


84 


CF 3 


Mc Me 


-O=o 


mp: 289-290 c C(AcOEt-MeOH) 
NMR: 6 :1.72(6H,S),5.61(1H,d,J=9.2Hz).7.58 (1H,d. 
J=9.2Hz),8. 1 3-8.20(2H,m) ,8.27-8.34(2H,m) , 1 0.37- 
10.44(1 H.m). 10.49(1 H.br) 


85 


CF 3 


Me Me 


H 


mp: 1 47- 1 49 C (AcOEt-Hex) 
NMR: 6:1.56(6H,s).7.02-7.07(1H,m),7.16-7J21 (1H. 
m) .7.32-7.36(1 H,m).7.37-7.42(1H.m).7.62-7.66 (1H. 
m),8.05(1H,d,J=9.2Hz),8.14-B.19(1H,m) l 8.30-8.33 > 
(1H,m),8.53(1H,s), 10.29 (1H.S), 11.55(1H,br) 


86 


CF 3 


Me Me 




mp: 100-102C(AcOEt-Hex) 
NMR: 6 :1.50(6H,s),2.45(3H,s),6.85-6.B8(1H,m). 
7.76(1 H,d,J=4.0Hz),8.03-8.07(1H,m),8.13-8.17 (1H, 
m) ,8.29-8.32(1 H.m),8.41 (1 H,s).1 0.22(1 H,s) 


87 


CF 3 


Me Me 


H 


mp: 231 -232'C (AcOEt-Hex) 

NMR: 6 :1.55(6H,s),7.02-7.08(1H,m),7.32-7.34 (1H, 

m),7.36-7.45(2H,m),8.05(1H,d,J=8.4Hz),8.16(1H.dd. 

J=2.0,8.4Hz),8.31(1H,d,J=2.0Hz),8.59(1H,S),10.2B(1 

H.S).11.66(1H,S) 


88 


CF 3 




CP 


MS FAB (m/z):438[(M+H) 4 ] 

NMR: 6:2.01(3H,s),4.34-4.48(2H,m),4.87-4.96 (1H, 
m),7.27-7.37(2H.m).7.43-7.68(1 H.m),7.65-7.79(1 H, 
m),8.05(1H,dd,J=2. 1,9.0Hz), 8.14 (1H,d,J=9.0Hz), 
8.30(1 H.d,J=2. 1 Hz).8.74-8.B2(1 H.m), 1 1 .04(1 H.br) 


89 


CF 3 


.OH 
^\ 




mp: 181-182 C(AcOEt-MeOH) 

NMR: 6 :3.80-3.85(2H,m),4.63-4.68(1H,m),5.18- 

5.24(1 H.m),7.29-7.37(2H.m).7.55-7.62(1 H.m). 7.72- 

7.77(1 H,m),8.02-8.06(1 H,m),8.12(1 H,d, J=8.8Hz), 

B.33-B.3B(2H,m).10.92(1H,s) 


90 


CF 3 


Me Me 




mp: 179t: 

NMR: 6 :1 .52(6H,s).3.81 (3H 1 6),7.00(2H,d, J=8.7Hz). 
7.91 (2H.d,J=8.7Hz).8.04(1 H.d.J=B.7Hz).8.02-B.05 
(1H,m),B.29-8.31(1H.m),8.38(1H.br), 10.16(1H.br) 


91 


CF 3 


Me Me 




mp. 182-183*0 (AcOEt) 

NMR: 6 :1.52(6H.s),7.70(2H.d.J=8.4Hz).7.B9(2H. d. 
J=B.4Hz),8.05(1H.dJ=8.4Hz),8.n-8.16(1H,m). 8.28- 
8.30(1 H,m),8.65(1 H,br),1 0.1 9(1 H.br) ! 


92 


CF 3 


Me Me 




mp. 173 C (AcOEt) 

NMR: f> :1 .52(6H,s),7.56(2H,d,J=8.4Hz).7.96(2H, d, 
J=B.4Hz),B.05(1H.d,J=8.7Hz),B.12-8.16(1H,m), 8.29- 
8.31 (1H.m),8.65(1 H.br), 10. 19(1 H.br) 


93 


CF 3 


Me Me 


Gl >-, 


mp:223t: 






-b-* 


NMR: 6 :1.50(6H.s).7.80(1H,d,J=8.1Hz).7.6B(1H, d, 
J=1 .8,8. 1 Hz).7.81 (1 H,d,J=1 .8Hz),8.08(1 H.d, J=9.0Hz 
),8.17-8.22(1H,m).8.35-8.36(1H,m),B.87 (1H,br), 
10.28(1 H,br) 
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ex. 


n 


A 


R 9 


DATA 


94 


CF 3 


Me Mc 

>^ 




mp: 199« (AcOEl-(Et) 2 0) 

NMR: ft :1. 51 (6H,s) ,7.35-7.41 (1H,m),7.62-7.66 (1H, 
m),7.68-7.73(1 H,m),8.08(1 H,d,J=8.4Hz),8. 1 8-8.22 
iiMmlB 37-8 39(1 H ml B 83(1 H brVIO 28 f 1 H br) 


95 


CF 3 


Me Me 




MS FAB (m/z):392i(M+H) < J 

NMR: ft :1 .50(6H.s),6.80(2H,d,J=8.7Hz),7.80(2H, d. 
J=B.7Hz),8.04(1 H.d,J=9.0Hz),8.1 1-8.16(1 H.m), 8.26 
(1H t br),830-8.32(1H,m),9.99(1H,br), 10.15(1H.br) 


£8 

NC F 


Ex. 


R 1 


A 


R 8 


DATA 


96 


CF 3 


Me Me 


O-Benzyl 


MS FAB (m/z):500[(M+Hn 

NMR(CDCI 3 ,TMS internal standard): 6 :1 .85 (6H f s), 4.60 
(2H f br) ( 6.78(2H.d,J=7.4Hz) t 6.88(2H,t,J=8.8Hz)7.08-7.33 
(3H,m),7.74-7.81 (3H,m), 7.93(1 H,dd,J= 2.2, 8.4 Hz), 8.09 
(1H,d,J=2.2Hz),1 0.05(1 H,s) 


97 


CF 3 


Me Me 


OH 


mp: 211-213t; 

NMR(CDa 3 +DMSO-d6JMS internal standard) 
6 :1.67(6H,s) f 7.05-7.10(2H l m),7.74(1H t d i J=B.5Hz),7.84- 
7.89(2H,m),7.95(1H,d, J=1.8Hz),8.10(1H,dd, J=1.8,8.4Hz). 
9.17(1H,s),9.23(1H,S) 



3E9 




Ex. 


R 1 


R 2 


Y 


R" 


DATA 


98 


3-CF 3 


4-CN 


0 

H 




mp: 144-1 46 C(AcOEt) 

NMR: 6:1.40(6H,s),6.69(2H,s) t 6.80-6.63 (1H t 
m),7.01 (1 H,d,J=2.4Hz),7.35-7.40(3H,m), 7.45- 
7.49(2H,m),7.65(1H,d,J=*8.4Hz), 8.54(1 H.br) 


99 


3-CF 3 


4-CN 


C=S 




mp: 194-I96t: 

NMR: 6 :1.70(6H,s),7.40-7.52(3H,m),7.84- 
7.87(2H,m), 8.06-B.08(2H,m),8.24(1 H,s). 
1 0.02(1 H,s),1 0.20(1 H,s) 


100 


3-CI 


5-CI 


C=0 


-Or 


mp: 229-230°C(AcOEt-Hex) 

NMR: 6 :1£0(6H f s) v 723(1H,t l J»1.3Hz), 7.31 

(2H l t,J=6.8Hz) t 7.73(1H l d,J=1.3Hz),7.98-8.04 

(2H,m),8.51(1H,s),9.73(1H.s) 


101 


3-CF 3 


5-CF 3 


c=o 




mp: 240-24 rC(AcOEt-Hex) 

NMR: b :1.53(6H,s),7.32<2H,t l J=6.6Hz), 7.71 

(1H,s) t 8.02(2H,dd,J=3.9,6.6Hz),8.37(2H,S),8.5 

9(1H l s),10.10{1H f s) 
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Ex. 


R' 


R 2 


Y 


R e 


DATA 


102 


2-CFj 


4-CN 


C=0 




MS FAB (m/z):394[(M+Hn 
NMR: A :1.52(6H t s) t 7.32(2H t t,J=9.0H2),7 95- 
8.03(3H,m),8.13-8.19(1 H,m),8.24-8.28(1 H,m), 
8.74(1 H,br) t 9. 1 6(1 H.br) 



NC 



Ex. 


R' 


A 


Y 


R 9 


DATA 


103 


CF, 




so 2 




mD' 145-146C(AcOEl-Hex) 
NMR: 6 :2.57(2H,U=6.8Hz),3.04-3.10 
(2H, m),7.40-7.45(2H f m),7.84-7.88 (3H,m), 
7.92 (1 H l dd ( J=2.0 i 8.6Hz),8.09(1 H,d, 
J=8.6Hz),8.24(1 H.d,J=2.0Hz),1 0.72(1 H.s) 


104 


CF 3 




so. 




mp: 163-164 C(AcOEt-Hex) 

NMR: b :1.02(3H,d l J=6.4Hz) t 2.46(2H t d, 

J=6.8Hz),3.64-3.71(1H t m),7.29-7.33(2H t m), 

7.80-7.91 (5H,m),8.1 6(1 H,s), 1 0.60(1 H,s) 


105 


CF 3 




c=o 


-0~ T 


mp: 180-1 81 ^(AcOEt-Hex) 
NMR: 6 :1 .27(6H, s ),4.03(2H,d. J=7.0Hz), 
7.24-7.31 (2H,fn),7.82-7.88(2H,m), 8.09 
(lH,dJ=8.6Hz), 8.13-8.18(1 H t m),8.32- 
8.35(1 H,m),8.42-8.48 (1H.m),1 0.02(1 H.s) 


106 


CF 3 




so 2 




mp: 161-162C(AcOEt-Hex) 

NMR: 6 :1 .1 9(6H, s ) t 3.02(2H,d,J=67Hz). 

7.36-7.43(2H,m),7.76-7.88(3H,rn),8.06-8.13 

(2H,m),8.28-8.31 (1H,m),9.91 (1H,s) 


107 


CF 3 




c=o 




mp: 191-19Zt:(AcOEt-Hex) 
NMR: 6 :1.27(6H,s),3.60(2H,d,J=6.4Hz), 
7. 1 0-7. 1 6 (2H,m) ,7.44-7.53(1 H ,m) ,8.08 
(1H ( d,J=8.8Hz), 8.15-8.19(1 H,m),8.35- 
8.38(1 H.m).8.72-8.77 (1H,m), 10.04(1 H.s) 


108 


CF 3 


Me Me 
Me Me 


c=o 


-0 


MS FAB (m/z):436((M+H)T 
NMR( CDCI3TMS internal standard): 
A :1.48 (6H.S), 1.61 (6H,s), 7.11(2H,t,J= 
8.7Hz),7.77-7.86(3H,m) l 7.93-8.05 (4H,m) 



Ex. 


R 1 


A 


Y 


R 9 


DATA 


109 


CF 3 




| C=0 




mp: 23B-238 C(AcOEt-Hex) 
NMR: 6 :1.80-2.02(2H,m),2.28-2.38 (2H, 
m),2.60-2.74(2H ,m),7.30-7.37 (2H,m) , 
8.01 -8.08(3H,m),8. 1 2-8.16 (1 H,m),8.30- 
8.32(1 H,m), 9.02(1 H,s), 10.18(1H,s) 
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Ex. 


R 1 


A 


Y 


R 9 


DATA 


110 


CF 3 


Si 


S0 2 




mp: 169-170C(AcOEt-Hex) 

NMR: ft : 1.53-1. 80(2^1,2.04-2.1 6 (2H, 

m),2.37-2.46(2H,m),7.23-7.32 (2H,m), 

773-7.80(2H,m),7.98-8. 1 5 (3H,m),8.4 1 

(IH.sJJO^dH.s) 


111 


CF 3 




C=0 




mp: 205-207 C(AcOEt-Hex) 
NMR: ft :1.79-2.05(2H,m),2.22-2.31 (2H, 
m),2.67-2.76(2H,m),7.16-7.23(2H, m), 
7.50-7.59(1 H,m),8.09-8. 1 6(2H,m), 8.33- 
8.36(1 H,m),9.46(1H,s), 10.23 (1H,s) 


112 


CF S 




S0 2 




mp: 211-213C(AcOEt-Hex) 

NMR: 6 :1. 02-1. 05(2H,m),1. 30-1. 33 (2H, 

m),7.30-7.35(2H f m),7.B2-7.86(2H,m), 7.96 

(1H f dd l J=1.6,6.4Hz),8.07(1H t d l J=8.4Hz),8 

.12(1H l d l J»1.6Hz) > 8.45(1H l 8) l 10.24(1H f a) 


113 


CF, 




C=0 




mp: 284-286TC(AcOEt-Hex) 
NMR: 6 :1. 1 9-1 .22(2H,m), 1.53-1 .56 (2H, 
m),7.31-7.37(2H,m),8.00-8.05(2H,m) l 8.08 
(1 H t d,J=B.8H2).820(1 H,dd,J=2.0,8.8Hz),8 
.32(1 H,d,J=2.0Hz),9.03(1 H,s),10.25(1 H,s) 


114 


CF 3 


Q 


so 2 




mp: 1 77-1 78 C(AcOEt-Hex) 

NMR: 6 :1. 49-1. 63(4H,m),1. 84-1. 90 (2H, 

m),2.06-2.12(2H,m) l 7.23-7.28(2H ( m),7.78 

-7.82(2H,m) l 7.97-8.09(4H l m), 10.1 1 (1 H,s) 


115 


CF 3 


Q 


c=o 




mp: 235-236°C(AcOEt-Hex) 

NMR: 6 :1 .62-1 .81 (4H,m),1 .99-2.05(2H, 

m),2.26-2.33(2H,m),7.2B-7.34(2H,m), 7.99 

-B^SH.mJ.e.l^lH.dd.J^I.e.B.BHzJ.B^g 

(IH.d^I.eHzj.B.e^lH.s), 10.23 (1H,s) 


116 


CF 3 


Q 


so 2 




mp: 188-189 : C(AcOEt-Hex) 

NMR: 6:1. 22-1. 54(6H,S),1. 84-1 .88 (4H, 

m) l 7.19-7.24(2H,m) f 7.72(1 H,s) ,7.78-7.81 

(2H f m),7.95(1 H,dd,J=1 .6,8.8Hz),8.04-8.08 

(2H.m).9.91(1H.s) 


117 


CF 3 


Q 


c=o 


-o 


mp: 241-242C(AcOEt-Hex) 

NMR: 6 :1 .31-1 .42(1 H,m),1 .45-1 .68 (5H, 

m),1 .93-2.00(2H,m),2.04-2.1 1 (2H,m), 7.28 

-7.33(2H,m),7.93-8.13(5H t m),8.29 (1H t d, 

J=2.0Hz),10.12(1H,s) 


118 


CN 




c=o 




mp: 294-295 C(AcOEt) 
NMR: 6 :1.18-1.22(2H,m),1.52-1.55 (2H, 
m),7.30-7.36(2H,m),8.00-8.06 (3H,m), 
8. 1 6-B.1 9(1 H,m),B.33(1 H,d, J=1 .8Hz), 
9.04(1 H t S),10.21(1H,B)- 


119 


CN 


V7 


so 2 




mp: 171-172t:(AcOEl-Hex) 

NMR: <S .0.9B-1 .02(2H,m),1 .28-1 .32 (2H, 

m) ,7 33-7.39 (2H ,m) ,7 .80-7.86 (2H ,m) , 

7.96(1 H,dd,J=2.0,8.4Hz),8.O4(1H,d,J=8.4 

Hz) t 8.17(1H,d,J=2.0Hz),8.48(1H,s).10.23( 

1H,s) 


120 


CN 


Q 


so 2 




mp:214-215 ; C(AcOEt-Hex) 
NMR: 6 :1.47-1.63(4H,m),1.B0-1.89 (2H, 
m),2.02-2.12(2H,m),7.2B-7.34 (2H,m), 
7.78-7.B4(2H,m) ,7.93-7.97 (1H.m).B.02- 



-44- 



WO 98/22432 



PCT/JP97/04174 



Ex. 


R 1 


A 


Y 


R 9 


DATA 












8.06(2H,m),8.16(1H,d, J=2.0Hz), 
10.12(1H,s) 


121 


CN 


Q 


c=o 




mp: 134-135^C(AcOB-Hex) 
NMR: AM. 60-1. 81 (4H.m),1. 96-2.07 (2H, 
m),2.22-2.34(2H,m),7.28-7.34(2H, m), 
l^B.OSiSH^^Ol'B. 1 1 (1 H,m), 8.29 
(1H,d, J=2.0Hz).8.62{1 H,s),1 0.19(1 H,s) 


122 


CF 3 


0 


c=o 




mp: 246-247 CJAcOEt) 

NMR: 6 :2.02-2.10(2H,m),2.1 5-2,24 (2H, 

m) ,3.70-3.77(4H .m) .7.30-7.36 (2H ,m) , 

7.98-B.15(4H l m) ,8.28-8.30 (1H,rr1), 8.43 

(1H,s),10.23(1H t s) 


130 


CF, 


-o 


c=o 




(A) MS FAB(m/z):432[(M-H)] 
NMR: 6 :1 .30-1 .70(4H, m), 1 .90-2.00 
(4H, m), 2.25-2.50(1H, m), 3.70-3.85(1 H, 
m), 7.25-7.3B(2H ( m), 7.8B-7.96(2H, m), 
7.97-8.02(1 H,m). 8.09(1 H. d, J=8.4Hz), 
8.23-8.33(2H t m), 10.63(1 H, br) 

(B) MS FAB(m/z):434{(M+H) 4 ] 
NMR; 6 :1 .58-1 .90(8H, m) f 2.57-£65 
(1H, m), 3.90-4.02(1H, m) f 7.23-7.31 (2H, 
m), 7.88-7.96(2H, m), 7.97-8.03(1 H, m), 
8.08(1 H, d, J=8.4Hz), 8.19-8.26(1 H, m), 
8.36(1 H, br), 1 0.59(1 H. br) 



2 




Ex. 


R 1 


R* 


Y 


R 9 


DATA 


123 


CF 3 


CN 


C=0 




mp: 249-250 C (EtOH) 

NMR: 6 :1.63(3H,s),1.94-2.03(3H.m),2.17- 

2.28(1 H,m),3.50-3.59(1 H,m), 3.73-3.82(1 H,m), 

7.29(2H l t t J=9.0Hz),7.65(2H,dd,J=5.6 l 9.0Hz),8 

.1 0(1 H,d,J=8.BHz) t 8. 1 7(1 H.dd, J=1 .8,8.8Hz),B. 

34(1H,d t J=1.8Hz) t 9.96(1H,s) 


124 


CF 3 


CN 


S0 2 


-o 


mp:115-116t: ((Et) 2 0-Hex) 

NMR: 6 :1.50(3H,s),1.88-2.07(3H,m),2.22- 

2.31 (1 H,ni),3.36-3.46(1 H,m),3.61 -3.69(1 H,m), 

7.58-7.62(2H,m),7.66-7.71 (1 H,m),7.78-7.82 

(2H,m),8.14(1H,d, J=8.4Hz), 8.23(1 H.dd. 

J=2.0 ( 8.4Hz) t 8.29(1H.d.J=2.0Hz),10.04(1H,s) 


125 


CF 3 


CN 


S0 2 




mp: 1B0-182 C C (i-PrOH-CHCy 

NMR: 6 :1 .52(3H.s).1 .89-2.07(3H,rn),2.22- 

2.31 (1 H t m).3.39-3.46(1 H,m),3.61 -3.68(1 H.m), 

7.39-7. 45(2H,m),7.84-7.90(2H,m), 8.1 3(1 H,d, 

JsB.BHzJ.B^dH.dd.J^.O.B.SHzJ.B^dH.d, 

J=2.0Hz),10,03(1H,s) 


126 


CF 3 


CN 


S0 2 


— Q>-0CH 3 


mp: 149-15tfC (EtOH-(Et) 2 0) 

NMR: 6 :1.49(3H,s),1.86-2.07(3H.m),2.20- 

2.30(1 H,m),3.28-3.42(1 H t m),3.56-3.68(1 H,m), 

3.B4(3H,s) ( 7.03-7.13(2H,m).7.70-7.75{2H.m). 
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Ex. 


R' 


R 2 


Y 


R 9 


DATA 












8.13(1 H f d,J=8.8Hz), 8.23(1 H,dd,J=2.0 f 8.8Hz), 
8.29(1 H,d, J=2.0Hz) ,1 0.02(1 H,s) 
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CF 3 


CN 


0 

M 


-O-c, 


mp: 182-1 84' C (CH ? CI 2 -(Et) 2 0) 

NMR: 6 :1.53(3H,s),1. 86-1. 95(1 H t m), 1.97- 

2.20(3H,m),3.59-3.67(1H,m),3.75-3.B3 

(1H,m),7.23-7.28(2H,m) f 7.52-7.57(2H,m) l 

8.07(1 H,d, J^.4Hz),8.18(1H,dd.J=2.0,8.4Hz), 

8.33(1 H l d,J=2.0Hz),8.35(1H,br),9.97(1H,S) 
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CF, 


CN 


0 

H 


CH*CH 3 


mp: 173-175t; (1,2-diCI-Et) 
NMR: 6:1.00(3H,t,J=7.2Hz),1.46(3H,s), 1.76- 
1.84(1 H I m) l 1.86-2.02(2H,m),2.10-2.19 
(1H,m) t 2.95-3.10(2H,m) l 3.29-3.37(1H t m), 
3.51-3.60 (1H f m). 6.24-6.30(1 H f m),8.07(1H,d, 
J=8.8H2), 8.13(1 H,dd,J=2.0,8.8Hz),8.31 (1H,d. 
J=2.0Hz), 10.15(1H,s) 


129 


CF, 


CN 


0 

H 


Me 

nlv 

Me 


mp: 167-1 68^: (AcOEt-Hex) 

NMR: 6 :1.05(3H f t,J=6.4Hz),1.48(3H,s) ( 1.75- 

1 .83(1 H f m)J.B6-£02(2H,m),2.10-2.20(1 H,m), 

3.31 -3.38(1 H,m),3.52-3.60 (1H,m),3.65-3.7B 

(1H,m).5.93( 1H. d. J=B.6Hz),8.07(1H.d ( 

J^S.eHzJ.B.^flH.dd^l.B.S.eHzJ.B.SOOH.d, 

J=1. 8Hz) t 10.1 7(1 H,s) 



mi 3 



Ex. 


Structure 


DATA 


131 




MS FAB(m/z):392[(M+Hn 

NMR: 6 : 3.60-3.75(1 H, m). 4.20-4.30 

(2H t m), 4.35-4.60 (21-j, m), 7.25-7.34(2H, 

m), 7.68-7.76(2H ( m), 7.95-8.20(1 H, m), 

8.08-8.14(1H, m), B.30(1H, br), 10.83(1H, 

br) 



Com :it&y>>gr% 
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